Aim: To evaluate the usefulness of counting nucleolar organiser region associated proteins (AgNORs) in the management of anal squamous neoplasia. Method: Using a silver staining technique for NOR associated proteins, 32 routinely processed paraffin wax embedded sections of anal epithelium were assessed. These consisted of normal anal epithelium (n = 9), anal intraepithelial neoplasia (AIN) grades I (n = 5), and III (n = 13), and invasive squamous neoplasia of the anus (n = 5). 
shown to be increasing in prevalence in the above groups.4`6 Although the prevalence and clinical importance of AIN remains unknown, it has been suggested that there may be a possible parallel between AIN and cervical intraepithelial neoplasia (CIN) as regards progression to invasive squamous cancer. If this is true, the availability of a marker identifying those AIN lesions most likely to progress to invasive cancer would be extremely useful in the management of patients who are thought to be at risk.
Nucleolar organiser regions (NORs) are loops of ribosomal DNA (rDNA) occurring in the nucleoli of cells, which transcribe to ribosomal RNA (rRNA) and ultimately direct ribosome and protein formation. 7 Because of the close association between NORs and cell activity, their number or size is thought to reflect cell proliferation, transformation, and even malignancy. NORs are readily identified by means of the silver binding (argyrophillia) of their associated proteins-the AgNOR technique.8The method has permitted the recognition of NORs in chromosome spreads, whole cells, and histological sections. Using the AgNOR technique on routinely processed paraffin wax embedded tissue, there have been reports that it is useful in discriminating between benign melanonaevi and malignant melanoma,9 Spitz and pigmented spindle cell naevi from melanoma,10 and between low and high grade lymphomas." Significant differences in the AgNOR counts of the different grades of CIN have been shown recently,'2 although the degree of overlap between the grades limits the use of this method in the diagnosis.
This study is, to our knowledge, the first systematic study of AgNORs in AIN and invasive anal cancer. Using a silver staining technique for NOR associated proteins, we have attempted to identify a marker which could be useful in the identification of patients with AIN at risk of progression to invasive anal cancer, and hence their subsequent management.
Methods
Thirty two anal epithelial specimens were studied. These comprised: nine normal anal epithelium, five AIN I, 13 
